Introduction
are the cornerstone for the treatment of children. 7, 8 Postoperative radiotherapy (PORT) is reported to predict superior survival in anaplastic or infratentorial EPNs; [9] [10] [11] however, there have been few detailed investigations of the contribution of PORT to survival in patients with intracranial grade II EPNs as a separate group. Moreover, those reports that are available are inconclusive, particularly regarding patients undergoing complete tumor resection. In addition, owing to the rarity of these tumors, most studies have covered mixed grade tumors, had small sample sizes, and had consequent limited statistical power.
The aims of this study were to clarify the impact of PORT on treatment of pediatric grade II EPNs and to explore whether various characteristics are associated with different outcomes with or without PORT. We used the Surveillance, Epidemiology, and End Results (SEER) database for this analysis, which is an authoritative nationwide cancer database in USA. The SEER database has limitations, and it is not possible to draw conclusions from the data due to selection bias and heterogeneity in the eligibility criteria; 12 therefore, we used propensity score-matched (PSM) analysis, 13 which is applied in oncology to assess treatment efficacies with the aim of minimizing selection bias, in our analysis on the impact of PORT. 14 
Materials and methods study population
The SEER 18-Registry (1973-2013 data set) of the American National Cancer Institute was used in this study. Data were extracted from the database using SEER*Stat software (version 8.3.5). Site and histology codes from ICD for Oncology, Third Edition (ICD-O-3) were employed to identify cases. Patients younger than 18 years with a diagnosis of EPN, including cellular, clear cell, tanycytic, EPN not otherwise specified (NOS) (ICD-O-3 Code 9391), and papillary EPN (ICD-O-3 Code 9393), were identified in this study, as described previously. 15 Primary tumor sites selected were classified as cerebrum (C71.0), frontal lobe (C71.1), temporal lobe (C71.2), parietal lobe (C71.3), occipital lobe (C71.4), ventricle, NOS (C71.5), cerebellum, NOS (C71.6), brain stem (C71.7), overlapping lesion of brain (C71.8), and brain, NOS (C71.9). All patients had been treated by cancer-directed surgery, with or without PORT, and EPN was the only or the first malignancy in these patients.
In the SEER database, trained coders used surgical procedure codes to determine the extent of resection. For the purpose of analysis, we recoded surgical procedure codes into four categories as previously described. 15 Briefly, these categories included "biopsy" (pre-1998, code 02; 1998+, code 20); "subtotal resection (STR)" (pre-1998, codes 20,  30, 35, 40, 55; 1998+, codes 21, 40); "gross total resection  (GTR)" (pre-1998, codes 30, 50; 1998+, codes 30, 55) , and "surgery, NOS" (pre-1998, code 90; 1998+, code 90). PORT was performed by all means, and the doses administered, targeting field, fraction, and modality were not recorded in the SEER database. Four tumor stage categories were included as follows: "localized", "regional", "distant", and "unknown". As described in the SEER database, localized neoplasms refer to a confined lesion; regional extension includes involvement of the surrounding meninges, bone (skull), blood vessels, nerves, multiple brain regions or hemispheres, and either supratentorial or infratentorial compared with their starting location. Distant extension included involvement of cerebrospinal fluid (CSF), nasal cavity, nasopharynx, posterior pharynx, or further contiguous extension. Other information, including sex, race, year of diagnosis, age, tumor site, and tumor histologic subtype, were also obtained. The SEER data are publicly accessible, and no additional approval from the institutional review board was required for this study.
PsM analysis
As patients were not stochastically included in the database, selection bias from baseline characteristics could affect analysis of the effects of PORT. Therefore, PSM was performed to balance clinical variables between the non-PORT and PORT groups. Propensity scores were calculated according to the range of each baseline covariate including sex, race, year of diagnosis, age, tumor site, tumor histologic subtype, tumor stage, and surgery type. Patients treated with PORT were matched with others, according to the values calculated using an algorithm determining the nearest neighbor and 1:1 matching without replacements. The caliper was set as 0.05 for the PSM analysis.
statistical analyses
In this study, overall survival (OS) and cancer-specific survival (CSS) were the two primary endpoints of interest. Differences in the baseline characteristics of patients between the PORT and non-PORT groups were assessed using the chi-squared test or continuity correction, as appropriate. We generated Kaplan-Meier curves for descriptive visualization of survival, and the log-rank test was conducted to compare the unadjusted CSS and OS rates between the PORT and non-PORT groups. Univariate and multivariable Cox proportional hazard regression models were used to calculate HRs 
Results

Baseline characteristics
A total of 632 pediatric patients diagnosed with grade II EPN were identified in this study. Baseline patient, tumor, and treatment-related characteristics are presented in survival analysis of data before PsM
The 5-year OS and CSS rates for the PORT vs non-PORT groups were 70.8% vs 62.1% and 72.8% vs 66.6%, respectively, in the unmatched population. Kaplan-Meier curves of OS and CSS according to receipt of PORT are shown in Figure 1A and B. There was a significant difference between the PORT and non-PORT groups in OS (log-rank test; P=0.043); however, there was no significant difference in CSS (P=0.143). As illustrated in Figure 2, survival analysis of data after PsM
Following PSM, there were 209 patients matched in each group, and no significant differences were observed between the PORT and non-PORT groups in characteristics used for matching (sex, race, year of diagnosis, age, tumor site, tumor histologic subtype, tumor stage, and surgery type; Table 3 ), 
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The 5-year OS and CSS rates for the PORT vs non-PORT groups were 70.7% vs 63.8% and 73.2% vs 68.2%, respectively, in the matched population. Kaplan-Meier curves of unadjusted OS and CSS of the PORT vs non-PORT groups were also generated ( Figure 3) , and the log-rank test demonstrated no significant differences in survival rates in the two groups. Univariate analysis of OS (HR, 0.855; 95% CI, 0.628-1.164; P=0.319) and CSS (HR, 0.896; 95% CI, 0.644-1.247; P=0.514) for the matched cohort also demonstrated no survival advantage associated with receiving 
Stratified subgroup analysis
An exploratory subgroup analysis was conducted to identify the characteristics of patients who had benefited from Figure 2 Forest plots illustrating the hR (95% Ci) for Os and Css calculated using the univariate and multivariable Cox proportional hazard regression models between patients in the PORT and non-PORT groups both before and after propensity score matching. The non-PORT group was used as the reference. Abbreviations: CSS, cancer-specific survival; OS, overall survival; PORT, postoperative radiotherapy; PSM, propensity score matched. 
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Discussion
To evaluate the potential for selection bias in analysis of the effects of PORT, both pre-PSM and post-PSM data were analyzed in our study. Post-PSM cohorts were matched according to patient, tumor, and treatment variables. We found that the 
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PORT and pediatric grade ii intracranial ependymomas PORT group had superior OS and CSS. By using multivariable Cox models, we found that administration of PORT was associated with superior survival in both the pre-and post-PSM data sets, indicating favorable outcomes in response to RT in pediatric patients with grade II intracranial EPNs. This is consistent with previous reports, the majority of which have also found that PORT confers a survival advantage; however, study populations have included mixtures of patients with WHO grade II and III EPNs. 9, [16] [17] [18] [19] [20] In addition, response rates to photon beam RT in patients with grade II intracranial EPNs are reported to be greater than 80%, emphasizing the efficacy of RT. 21 In contrast, Aizer et al 11 demonstrated that RT was not an independent prognostic factor for patients with grade II EPNs (RT vs non-RT; HR, 2.77; 95% CI, 0.57-13.52); however, this SEER-based study included only 112 patients, the majority of whom were adults. Adult patients are inclined to be resistant to RT, relative to children, which may have masked the effects of RT in the children in their analysis. In addition to PORT, our analysis also found that the extent of resection and patient age had prognostic value. These findings are consistent with numerous previous studies, which have confirmed the survival advantage of gross resection of the 
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Deng et al total primary tumor and older age of children; 4, 7, 8, 20, 22, 23 however, tumor site and stage were not identified as independent prognostic factors in our study.
We also identified specific patient subgroups in which favorable effects of PORT were observed. GTR plus PORT had no apparent association with superior outcomes relative to GTR alone. Previous reports have suggested that GTR alone may confer superior survival outcomes for patients with grade II EPNs, 11, [24] [25] [26] whereas others found that PORT following GTR improved OS; 9, 22, 27 however, some of these studies also enrolled patients with anaplastic EPN, which is confirmed as requiring PORT, who made up the majority of participants in their studies. Recent studies suggested that adult patients with WHO grade II EPNs treated by GTR may also not require immediate RT if tumor spreading was not detected in the CSF. 28 One possible explanation is that EPNs tend to have discrete, pushing borders, rather than infiltrative borders, suggesting that some patients treated by GTR may not require adjuvant therapy. 23 Moreover, patients who underwent STR were more likely to receive RT in our study, although the difference did not reach significance, probably because of the sample size. Given the importance of local tumor control, a consensus has been reached that incomplete surgery requires reinforcement by administration of additional radiation treatment.
We also found that tumors in the infratentorial region tended to be associated with superior outcomes in patients treated with PORT, indicating that patients with such tumors may benefit from radiation treatment, while there were no similar findings for tumors in the supratentorial region. Some studies have also shown that the lack of radiation treatment was associated with high recurrence rates and decreased survival in patients with infratentorial EPNs. 10, 11 This may be because gross total surgery is commonly more difficult for infratentorial lesions, due to involvement of the lower cranial nerves, brainstem, and vasculature, which often prevents complete removal of tumors. 7, 29 Among molecular genetic markers, gain of chromosome 1q is associated with EPNs in the posterior fossa, and this genomic aberration is also a significant predictor of tumor aggressiveness and poor prognosis. 30 RT has been suggested as an effective counteractive adjuvant therapy, despite the adverse effects of chromosome 1q25 gain; 31 therefore, additional RT is necessary to prevent tumor recurrence and to improve patient outcomes. In further analysis, we evaluated the effects of PORT in patients with supratentorial tumors treated by GTR and found that it was not associated with survival. Supratentorial EPNs have different gene expression profiles compared with EPNs in other locations. The majority of nonsubependymal supratentorial EPNs carries YAP1 fusions and may have less aggressive characteristics, 21 which could partially account for the lack of survival advantage of RT in supratentorial EPNs. Moreover, as RT can increase the risk of paralysis and other neurological side effects, our results suggest that it is reasonable to keep patients with grade II supratentorial EPNs under observation after GTR, rather than administering RT, consistent with previous reports. 11 Our results also found no improvement in outcome in response to PORT for patients with infratentorial tumors treated by GTR; however, these findings should be considered with caution due to the relatively small sample size. Ailon et al 26 reported that there was no evident inferior survival in 12 patients with WHO grade II posterior fossa Figure 4 Forest plots illustrating hR (95% Ci) for Os and Css of each subgroup after propensity score matching. "Biopsy" and "distant" groups are not shown. Abbreviations: CSS, cancer-specific survival; GTR, gross total resection; OS, overall survival; PORT, postoperative radiotherapy; STR, subtotal resection. 
5523
PORT and pediatric grade ii intracranial ependymomas EPN treated by GTR alone, compared with 57 treated by GTR plus PORT. Conversely, some authors have suggested that GTR is insufficient for the treatment of posterior fossa EPNs; 10,11 however, optimal management protocols for EPNs in these situations have yet to be determined and require prospective evaluation.
It was also noted that younger pediatric patients were more likely to receive RT relative to older children in our study. Similar conclusions have also been drawn by other investigators. 27 Paradoxically, younger children, especially those younger than 3 years, have the potential to experience significant long-term side effects from RT, attributable to their greater susceptibility to devastating neurocognitive, endocrinological, and neurological adverse effects. [32] [33] [34] [35] Therefore, it is crucial to minimize unnecessary exposure of young children, who require RT, to radiation. 16 In recent years, proton therapy has been proposed as an alternative to conventional photon RT as it can reduce the total integral radiation dose and induce a significant decrease in the lowand intermediate-dose regions. 36 Some studies have also reported that proton therapy provides a survival advantage for younger children. 16, 33, 34 In addition, Grill et al 37 and Grundy et al 38 reported that a significant proportion of children younger than 3 years with EPNs could avoid or delay radiation treatment with adjuvant chemotherapy. Regardless, RT for children younger than 3 years remains a challenge and requires further research.
study strengths
Our study has some strengths. First, the SEER data are unique resources and have been extensively validated. 39, 40 The SEER database offers a large population-based cohort that was used for our study. Second, to our knowledge, this is the largest study evaluating the role of PORT in pediatric patients with grade II EPNs treated by surgery. Moreover, PSM was used to control for unmeasured factors, and any imbalance that might impact survival, improving the credibility of the results. OS and CSS were defined as the primary outcome measures and assessed by multivariable analysis both before and after propensity score matching. Stratified subgroup analysis was performed to identify independent factors associated with the efficacy of PORT.
study limitations
There were also limitations to our analysis that should be acknowledged. First, the study was not a randomized controlled trial, and there were selection biases that could be controlled in part by study design and PSM, but not eliminated. In addition, the SEER registry data are retrospective and depend on the accuracy of local reporting; hence, any analysis of these data has limitations. The SEER database does not provide detailed information on RT parameters, such as dose, field, or duration. It also lacks information on adjuvant chemotherapy and has limited data on other factors. Moreover, information about surgery is recorded in the SEER database according to the clinical practice in USA at the time of its collection, which may differ significantly from current practice, which could also introduce bias. Finally, alterations in the histological classification criteria for grade II EPNs over time may have introduced heterogeneity.
Conclusion
Our propensity-matched analysis, based on the SEER database, indicates that PORT confers a survival advantage for patients with grade II intracranial EPNs. This study further highlights the importance of maximal resection for survival and verifies that patient age is an independent prognostic factor. Additional subgroup analysis suggests that patients with particular characteristics, including infratentorial tumor location, younger age, and non-total excision, would benefit from PORT; however, there was no survival advantage of PORT for patients who had undergone complete resection. Further investigations are required to refine the detailed treatment indications for PORT of grade II intracranial EPNs, particularly in children younger than 3 years.
